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International application No. PCT/USOO/20788 



i. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7))\ 
Description, pages: 

1-41 as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)), 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation fumished for the purposes of international preliminary examination (under Rule 
56.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ fumished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 



Claims, No.: 



1-54 



as originally filed 



Drawings, sheets: 



1/2-2/2 



as originally filed 
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□ 



the drawings, 



sheets: 



5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 

III. Non-establtshment of opinion with regard to novelty, inventive step and industrial applicability 

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire intemational application. 

IS claims Nos. 24-54 (industrial applicability). 



S the said international application, or the said claims Nos. 24-54 (industrial applicability) relate to the following 
subject matter which does not require an international preliminary examination (specity): 
see separate sheet 

□ the description, claims or drawings (indicate particular elements beloW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed {specify^: 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-32 and 34-54 



because: 
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No: 



Claims 33 



Inventive step (IS) 



Yes: 
No: 



Claims 1 -32 and 34-54 
Claims 33 



Industrial applicability (lA) Yes: Claims 1 -23; for 24-54 see separate sheet 

No: Claims 



2. Citations and explanations 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

1 . Claims 24-54 relate to subject-matter considered by this Authority to be covered by 
the provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of these claims (Article 
34(4)(a)(i) PCT). 

Re Item V 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

2. Reference is made to the documents cited in the International Search Report 
according to the order of citation therein, namely: 

D1 : ZA-A-9300694 (LILLY CO ELI) 3 June 1993; 

D2: M.H. BEERS AND R. BERKOW: The Merck Manual of Diagnosis and Therapy, 

Seventeenth Edition' January 1999; 
D3: WO9901132 A (GORNY PHILIPPE; REAL 2000 LIMITED (IE)) 14 January 

1999; 

D4: US-A-51 35947 (ROBERTSON DAVID W ET AL) 4 August 1992; 
D5: US-A-5 830 500 (RONSEN BRUCE ET AL) 3 November 1998; 
D6: MCMAHON CHRIS G ET AL, June 1999; and 
D7: PAICK J S (REPRINT) ET AL, May 1998. 

3. The present application relates to: 

(i) the use of a rapid-onset selective serotonin reuptake inhibitor, or a 
pharmaceutically acceptable salt thereof, on an as-needed basis, for the 
manufacture of a medicament for treatment or management of sexual 
dysfunction in a mammal in need of treatment (claim 1), 

(ii) an article of manufacture comprising packaging material and a pharmaceutical 
agent effective for treating premature ejaculation in a human male comprised 
therein, and wherein said packaging material comprises a label as specified in 
claim 19, and wherein said pharmaceutical agent comprises a rapid-onset 
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selective serotonin reuptake inhibitor or a pharmaceutically acceptable salt 
thereof, 

(iii) a method of treating or managing sexual dysfunction in a mammal which 
comprises administering on an as-needed basis to the mammal a 
therapeutically effective amount of a rapid-onset selective serotonin reuptake 
inhibitor (claim 24), and 

(iv) a method of treating or managing sexual dysfunction in a mammal which 
comprises administering on an as-needed basis a non-rapid-onset selective 
serotonin reuptake inhibitor delivered in a rapid release formulation (claim 33). 

NOVELTY 

4.1 . Present claims 1-32 and 34-54 meet the requirements of the PCT with respect to 
novelty (Art. 33(2)). In particular, none of the documents cited in the Search Report 
as X documents are regarded as novelty destroying for said claims for the following 
reasons. 

(a) D2 (see first and second paragraphs on page 1559) discloses a method to treat 
premature ejaculation in men consisting in the administration of small doses of a 
selective serotonin reuptake inhibitor 1 or 2 hours before a sexual encounter. 
However, the document does not mention either dapoxetine or the requirements of 
a particular pharmacokinetic properties for the SSRI. 

(b) D5 (see the abstract, from column 1 , line 59 to column 2, line 17; and column 3, from 
line 14 to 31) discloses a rapid-release composition of fluoxetine, a SSRI, for the 
treatment of premature ejaculation, which includes an as-needed administration 
thereof or precoital dose. Similarly, D6 (see the abstract, paragraph 1 on right column 
on page 1826, from right column on page 1828 to left column on page 1830) 
discloses the treatment of premature ejaculation on an as-needed basis by 
administering another SSRI, paroxetine. Finally, D7 (see the whole document) also 
discloses the use of a SSRIs, sertraline, for the treatment of premature ejaculation 
on an as-needed basis. 

The technical feature in present claims 1, 19 and 24 of "rapid-onset" with the 
meaning specified in the 4th paragraph on page 1 1 of the description does not allow 
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a distinction of the SSRI referred to in the claims over the SSRIs addressed in D5, 
D6 and D7, i.e. fluoxetine, paroxetine and sertraline, because there are no tests of 
the pharmacokinetic profile available for these SSRIs. However, the applicant asserts 
(see lines 6-10 and 19-23 on page 8 of the application) that paroxetine, fluoxetine 
and sertraline are non-rapid onset SSRIs. 

An absolute certainty about the novelty of present claims 1,19, 24-28 and 31 -32 over 
D5, D6 and D7 would however require evidence that the Tmax for these SSRIs is not 
less than 4 hours. However, prn dosing with dapoxetine improves the ejaculatory 
latency after the very first dose (see lines 19-23 on page 8 of the application) and this 
is not achieved by any of the SSRI used in the treatments disclosed in D5, D6 and 
D7. In the best of cases (see first paragraph of the discussion in D6), the 
inprovement is seen with paroxetine within 1 to 2 weeks of as-needed administration. 
This advantageous effect of the treatment according to the present invention 
supports a longer onset for paroxetine, as well as for fluoxetine and sertraline 
compared to dapoxetine. Consequently, in the absence of evidence showing the 
opposite, present claims 1-32 and 34-54 are regarded as novel over said 
documents. 

4.2. However, present claim 33 lacks novelty over D5. 
INVENTIVE STEP 



5. Present claims 1-32 and 34-54 do also appear to satisfy the requirements of the 
PCT with respect to inventive step (Art. 33(3)). The reasons are the following. 

D6, which can be considered as the closest prior art, discloses the use of paroxetine 
for the treatment of premature ejaculation In an as-needed basis. The study 
demonstrates that an as-needed administration of paroxetine alone, without an initial 
daily drug administration, also prolongs the ejaculatory interval, although 1 to 2 
weeks of as-needed administration are necessary to improve ejaculatory control. 

In the light of D6, the problem to be solved by the present application is regarded as 
the provision of a method to treat premature ejaculation in an as-needed basis, which 
does not require a previous daily treatment and which improves the ejaculatory 
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latency after the very first dose. The solution provided by the present application is 
the use of another SSRIs, a rapid-onset one, and more in particular, dapoxetine. This 
is regarded as involving as inventive step because neither D6 nor another document 
of the prior art, alone or in combination, points out the pharmacokinetic profile of the 
SSRI being crucial to solve the problem posed and/or suggest the use of dapoxetine. 

INDUSTRIAL APPLICABILITY 

6.1 . Claims 19-23 meet the criterion set forth in Article 33(4) PCT because their subject- 
matter is susceptible of industrial application. 

6.2. For the assessment of the present claims 1-18 and 24-54 on the question whether 
they are industrially applicable, no unified criteria exist in the PCT Contracting States. 
The patentability can also be dependent upon the formulation of the claims. The 
EPO, for example, does not recognize as industrially applicable the subject-matter 
of claims to the use of a compound in medical treatment ( as present claims 24-54), 
but may allow, however, claims to a known compound for first use in medical 
treatment and the use of such a compound for the manufacture of a medicament for 
a new medical treatment. 



Re Item VIII 

Certain observations on the international application 

7. The relative term "rapid-onset" used in claims 1,19 and 24 has no well-recognised 
meaning and leaves the reader in doubt as to the meaning of the SSRI to which it 
refers, thereby rendering the definition of the subject-matter of said claims unclear 
(Article 6 PCT). The meaning of said term is only clear for the person skilled in the 
art by reading the explicit definition given in the description (see 4th paragraph on 
page 1 1). In order to remove the present deficiency said claims should be amended 
whereby the meaning can be understood from the wording of the claims alone. 
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Present claims 1, 19, 24-28,31-33 relate to compounds which actually are 
not well-defined. The use of the definitions "a rapid-onset selective 
serotonin reuptake inhibitor" and "a non-rapid-onset selective reuptake 
inhibitor" in the present context is considered to lead to a lack of 
clarity within the meaning of Article 6 PCT. It is impossible to compare 
the parameters the applicant has chosen to employ with what is set out in 
the prior art. The lack of clarity is such as to render a meaningful 
search impossible. 

Moreover, present claims 43-44 relate to an extremely large number of 
possible compounds, namely "an additional therapeutic agent for treating 
or managing a second, different sexual dysfunction". Support within the 
meaning of Article 6 PCT and/or disclosure within the meaning of Article 
5 PCT is to be found, however, for only a very small proportion of the 
compounds claimed. In the present case, the claims so lack support, and 
the application so lacks disclosure, that a meaningful search is 
impossible. 

Consequently, the search has been restricted to the compound specifically 
mentioned in the claims, namely dapoxetine. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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INTERNATIONAL SEARCH REPORT 

(PCT Article 1 8 and Rules 43 and 44) 



Applicant's or agent* s file reference 
X-11072 


POR FURTHER Notification of Transmittal of International Search Report 

(Form PCT/ISA/220) as well as, where applicable, item 5 below. 

ACTION 


International application No. 

PCT/US 00/20788 


International filing date (day/month/year) 

22/08/2000 


(Earliest) Priority Date (day/month/year) 

03/09/1999 


Applicant 

ELI LILLY AND COMPANY et al . 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of 4 sheets. 

|X| It is also accompanied by a copy of each prior art document cited in this report. 



1 . Basis of the report 

a 



With regard to the language, the international search was carried out on the basis of the intemational application in the 
language in which it was filed, unless otherwise indicated under this item. 



□ 



the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1(b)). 



With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 

I I contained in the international application in written form. 

filed together with the intemational application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 



2. 
3. 



□ 

□ 
□ 
□ 

□ 

□ 
□ 



the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 

Certain claims were found unsearchable (See Box I). 
Unity of invention is laclcing (see Box II). 



4. With regard to the title, 

[X] the text is approved as submitted by the applicant. 

I I the text has t^een established by this Authority to read as follows: 



5. With regard to the abstract, 

Pn the text is approved as submitted by the applicant. 

□ the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract is Figure No. 



I I as suggested by the applicant. [X] None of the figures. 

I ] because the applicant failed to suggest a figure. 

I I because this figure better characterizes the invention. 
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THE INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 

(PCT Rule 71.1) 



Date of mailing 
(dayAnonth/^ar) 



21.11.2001 



Applicant's or agent's file reference 
X-11072 


IMPOmy^ NOTIFICATION 


International application Ho. 
PCT/USOQ/20788 


International filing date (day/monlh/year) 
22/08/2000 


Priority date (day/monm^ar) 
03/09/1999 


Applicant 

ELI ULLY AND COMPANY et al. 



1 . The applicant is hereby notified that this International Preliminary Examining Authority transmits herewith the 
International preliminary examination report and its annexes, if any, established on the international application. 



2, A copy of the report and its annexes, if any, is being transmitted to the Intemational Bureau for communication 
to all the elected Offices. 



3. Where required by any of the elected Offices, the Intemational Bureau will prepare an English translation of the 
report (but not of any annexes) and will transmit such translation to those Offices. 



4. REMINDER 

The applicant must enter the national phase before each elected Office by performing certain acts (filing 
translations and paying national fees) within 30 months from the priority date (or later in some Offices) (Article' 
39(1)) (see also the reminder sent by the International Bureau with Form PCT/IB/301). 



Where a translation of the international application must be furnished to an elected Office, that translation must 
contain a translation of any annexes to the intemational preliminary examination report. It is the applicant's 
responsibility to prepare and furnish such translation directly to each elected Office concerned. 



For further details on the applicable time limits and requirements of the elected Offices, see Volume II of the 
PCT Applicant's Guide. 



Name and mailing address of the IPEA/ 



European Patent Office 
D-80298 Munich 



Tel. +49 89 2399-0 Tx: 523856 epmu d 
Fax:449 892399-4465 



Authorized officer 
Hundt, D 

Tel.-f49 89 2399-8042 
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(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
X-11072 


See Notification of Transmittal of International 
FOR FURTHER ACTION Preliminary Examination Report (Form PCT/lPEA/416) 


Intematfonai apph'catfon No. 
PCTAJSOO/20788 


International filing date (day/month^year) 
22/08/2000 


Priority date (day/innontn/year) 
03/09/1999 


International Patent aasslficatlon (IPC) or national classHlcation and IPC 
A61K31/138 


Applicant 






EL! LILLY AND COMPANY et aL 







1 . This international preliminary examination report has l>een prepared by this International Preliminary Examining Authority 
and ts transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 8 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications nrmde before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 



1 




Basis of the report 


II 


□ 


Priority 


HI 




Non-establishnrtent of opinion with regard to novelty, inventive step and industrial applicability 


iV 


□ 


Lack of unity of invention 


V 




Reasoned statement under Article 35(2) with regard to novelty, inventive step or irvjlustrial applicability; 
citations and explanations suporting such statement 


VI 


□ 


Certain documents cited 


VII 


□ 


Certain defects in the International application 


VIII 




Certain observations on the international application 



Date of sut)mlsslon of the demand 
05/03/2001 


Date of completion of this report 
21.11.2001 


Name and mailing address of the international 
prelimirtaiy examining authority: 

^ European Patent Office 
O60298 Munich 
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Fax +49 89 2399 - 4465 
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PalSoto.R 1 ^ J 

Telephone No. +49 89 2399 7346 \.2^«5^ 
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INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/USOO/20788 



I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 ami 70. 17)): 
Description, pages: 

1-41 as originally filed 



2. With regard to the language, all the elements marked above were available or fumished to this Authority in the 
language in which the intemational application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation fumished for the purposes of the Intemational search (under Rule 23.1 (b)). 

□ the language of publication of the International application (under Rule 48-3(b)). 

□ the language of a translation fumished for the purposes of intemational preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed In the Intemational application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the Intemational application in written form. 

□ filed together with the intemational application in computer readable fomn. 

□ furnished subsequently to this Authority in written fomn. 

□ fumished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the intemational application as filed has been fumished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been fumished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 



Claims, No.: 



1-54 



as originally filed 



Drawings, sheets: 



1/2-2/2 



as originally filed 
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□ 



the drawings, 



sheets: 



5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to £fi/s 
report.) 

6. Additional observations, if necessary: 

ill. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1. The questions whether the claimed invention appears to be novel, to Involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire intemational application. 

IS claims Nos. 24-54 (industrial applicability). 



IS the said intemational application, or the said claims Nos. 24-54 (industrial applicability) relate to the following 
subject matter which does not require an international preliminary examination {specify): 
see separate sheet 

□ the description, claims or drawings (indicate particular elements tfetoyi^ or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specif: 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no intemational search report has been established for the said claims Nos. . 

2. A meaningful intemational preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 



□ the computer readable form has not been fumished or does not comply with the standard. 

V. Reasoned statement under Article 35(2) with regard to noveity, inventive step or industrial applicability; 
citations and explanations supporting such statement 



because: 



Instructions: 



□ the written form has not been furnished or does not comply with the standard. 



1. Statement 



Novelty (N) 



Yes: Claims 1 -32 and 34-54 
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No: 



Claims 



33 



Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 



1-32 and 34-54 
33 



Industrial applicability (lA) Yes: 

No: 



Claims 
Claims 



1-23; for 24-54 see separate sheet 



2. Citations and explanations 
see separate sheet 



VIIL Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

1 . Claims 24-54 relate to subject-matter considered by this Authority to be covered by 
the provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of these claims (Article 
34(4)(a)(i) PCT). 

Re Item V 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

2. Reference is made to the documents cited in the International Search Report 
according to the order of citation therein, namely: 

D1 : ZA-A-9300694 (LILLY CO ELI) 3 June 1 993; 

D2: M.H. BEERS AND R. BERKOW: The Merck Manual of Diagnosis and Therapy, 

Seventeenth Edition' January 1999; 
D3: WO9901132 A (GORNY PHILIPPE; REAL 2000 LIMITED (IE)) 14 January 

1999; 

D4: US-A-5135947 (ROBERTSON DAVID W ET AL) 4 August 1992; 
D5: US-A-5 830 500 (RONSEN BRUCE ET AL) 3 November 1998; 
D6: MCMAHON CHRIS G ET AL, June 1 999; and 
07: PAICK J S (REPRINT) ET AL. May 1998. 

3. The present application relates to: 

(i) the use of a rapid-onset selective serotonin reuptake inhibitor, or a 
pharmaceutically acceptable salt thereof, on an as-needed basis, for the 
manufacture of a medicament for treatment or management of sexual 
dysfunction in a mammal in need of treatment (claim 1), 

(ii) an article of manufacture comprising packaging material and a pharmaceutical 
agent effective for treating premature ejaculation in a human male comprised 
therein, and wherein said packaging material comprises a label as specified in 
claim 19, and wherein said pharmaceutical agent comprises a rapid-onset 
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selective serotonin reuptake inhibitor or a pharmaceutically acceptable salt 
thereof, 

(iii) a method of treating or managing sexual dysfunction in a mammal which 
comprises administering on an as-needed basis to the mammal a 
therapeutically effective amount of a rapid-onset selective serotonin reuptake 
inhibitor (claim 24), €uid 

(iv) a method of treating or managing sexual dysfunction in a mammal which 
comprises administering on an as-needed basis a non-rapid-onset selective 
serotonin reuptake inhibitor delivered in a rapid release formulation (claim 33). 

NOVELTY 

4.1 . Present claims 1-32 and 34-54 meet the requirements of the POT with respect to 
novelty (Art. 33(2)). In particular, none of the documents cited in the Search Report 
as X documents are regarded as novelty destroying for said claims for the following 
reasons. 

(a) D2 (see first and second paragraphs on page 1 559) discloses a method to treat 
premature ejaculation in men consisting in the administration of small doses of a 
selective serotonin reuptake inhibitor 1 or 2 hours before a sexual encounter. 
However, the document does not mention either dapoxetine or the requirements of 
a particular pharmacokinetic properties for the SSRI. 

(b) D5 (see the abstract, from column 1 , line 59 to column 2, line 1 7; and column 3, from 
line 14 to 31) discloses a rapid-release composition of fluoxetine, a SSRI, for the 
treatment of premature ejaculation, which includes an as-needed administration 
thereof or precoital dose. Similarly, D6 (see the abstract, paragraph 1 on right column 
on page 1826, from right column on page 1828 to left column on page 1830) 
discloses the treatment of premature ejaculation on an as-needed basis by 
administering another SSRI, paroxetine. Finally, D7 (see the whole document) also 
discloses the use of a SSRIs, sertraline, for the treatment of premature ejaculation 
on an as-needed basis. 

The technical feature fn present claims 1, 19 and 24 of "rapid-onset" with the 
meaning specified in the 4th paragraph on page 1 1 of the description does not allow 
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a distinction of the SSRI referred to in the claims over the SSRIs addressed in D5, 
D6 and D7, i.e. fluoxetine, paroxetine and sertraline, because there are no tests of 
the phamnacokinetic profile available for these SSRIs. However, the applicant asserts 
(see lines 6-10 and 19-23 on page 8 of the application) that paroxetine, fluoxetine 
and sertraline are non-rapid onset SSRIs. 

An absolute certainty about the novelty of present claims 1.19, 24-28 and 31-32 over 
D5, 06 and 07 would however require evidence that the Tmax for these SSRIs is not 
less than 4 hours. However, pm dosing with dapoxetine improves the ejaculatory 
latency after the very first dose (see lines 1 9-23 on page 8 of the application) and this 
is not achieved by any of the SSRI used in the treatments disclosed in D5, 06 and 
07. In the best of cases (see first paragraph of the discussion in 06), the 
inprovement Is seen with paroxetine within 1 to 2 weeks of as-needed administration. 
This advantageous effect of the treatment according to the present invention 
supports a longer onset for paroxetine, as well as for fluoxetine and sertraline 
compared to dapoxetine. Consequently, in the absence of evidence showing the 
opposite, present claims 1-32 and 34-54 are regarded as novel over said 
documents. 

4.2. However, present claim 33 lacks novelty over 05. 
INVENTIVE STEP 

5. . Present claims 1-32 and 34-54 do also appear to satisfy the requirements of the 
PCT with respect to inventive step (Art. 33(3)). The reasons are the following. 

06, which can be considered as the closest prior art, discloses the use of paroxetine 
for the treatment of premature ejaculation in an as-needed basis. The study 
demonstrates that an as-needed administration of paroxetine alone, without an initial 
daily drug administration, also prolongs the ejaculatory interval, although 1 to 2 
weeks of as-needed administration are necessary to improve ejaculatory control. 

In the light of 06, the problem to be solved by the present application is regarded as 
the provision of a method to treat premature ejaculation in an as-needed basis, which 
does not require a previous daily treatment and which improves the ejaculatory 
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latency after the very first dose. The solution provided by the present application Is 
the use of another SSRIs, a rapid*onset one, and more in particular, dapoxetine. This 
is regarded as involving as inventive step because neither D6 nor another document 
of the prior art, alone or in combination, points out the pharmacokinetic profile of the 
SSRI being cmcial to solve the problem posed and/or suggest the use of dapoxetine. 

INDUSTRIAL APPLICABILITY 

6.1. Claims 19-23 meet the criterion set forth in Article 33(4) POT because their subject- 
matter is susceptible of industrial application. 

6.2. For the assessment of the present claims 1-18 and 24-54 on the question whether 
they are industrially applicable, no unified criteria exist in the PCT Contracting States. 
The patentability can also be dependent upon the formulation of the claims. The 
EPO, for example, does not recognize as industrially applicable the subject-matter 
of claims to the use of a compound in medical treatment ( as present claims 24-54), 
but may allow, however, claims to a known compound for first use in medical 
treatment and the use of such a compound for the manufacture of a medicament for 
a new medical treatment. 



Re item Vlil 

Certain observations on the international application 

7. The relative term "rapid-onset" used in claims 1,19 and 24 has no well-recognised 
meaning and leaves the reader in doubt as to the meaning of the SSRI to which it 
refers, thereby rendering the definition of the subject-matter of said claims unclear 
(Article 6 PCT). The meaning of said terni is only clear for the person skilled in the 
art by reading the explicit definition given in the description (see 4th paragraph on 
page 1 1). In order to remove the present deficiency said claims should be amended 
whereby the meaning can be understood from the wording of the claims alone. 
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